)

)

WITHDRAWAL OF APPROVAL

The following are the regulations for withdrawal of approval. The criteria under which drug
approval may be withdrawn are specified.
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[Code of Federal Regulations]}

[Title 21, Volume 5, Parts 300 to 499]

[Revised as of April 1, 1999}

From the U.S5. Government Printing Office via GPO Access
[CITE: 21CFR314.150]

[Page 157-159]
TITLE 21--FOOD AND DRUGS
DEPARTMENT OF HEALTH AND HUMAN SERVICES--Continued
PART 314--APPLICATIONS FOR FDA APPROVAL TO MARKET A NEW DRUG--Table of Contents
Subpart D--FDA Action on Applications and Abbreviated Applications
Sec. 314.150 Withdrawal of approval of an application or abbreviated application.

(a) The Food and Drug Administration will notify the applicant, and,
if appropriate, all other persons who manufacture or distribute
identical, related, or similar drug products as defined in Secs. 310.6
and 314.151(a) of this chapter and for a new drug afford an opportunity
for a hearing on a proposal to withdraw approval of the application or
abbreviated new drug application under section 505(e) of the act and
under the procedure in Sec. 314.200, if any of the following apply:

(1) The Secretary of Health and Human Services has suspended the
approval of the application or abbreVviated application for a new drug on
a finding that there is an imminent hazard to the public health. FDA
will promptly afford the applicant an expedited hearing following
summary suspension on a finding of imminent hazard to health.

(2) FDA finds:

(i) That clinical or other experience, tests, or other scientific
data show that the drug is unsafe for use under the conditions of use
upon the basis of which the application or abbreviated application was
approved; or

{ii) That new evidence of clinical experience, not contained in the
application or not available to FDA until after the application or
abbreviated application was approved, or tests by new methods, or tests
by methods not deemed reasonably applicable when the application or
abbreviated application was approved, evaluated together with the
evidence available when the application or abbreviated application was
approved, reveal that the drug is not shown to be safe for use under the
conditions of use upon the basis of which the application or abbreviated
application was approved; or

(iii) Upon the basis of new information before FDA with respect to
the drug, evaluated together with the evidence available when the
application or abbreviated application was approved, that there is a
lack of substantial evidence from adequate and well-controlled
investigations as defined in Sec. 314.126, that the drug will have the
effect it is purported or represented to have under the conditions of
use prescribed, recommended, or suggested in its labeling; or

(iv) That the application or abbreviated application contains any
untrue statement of a material fact; or

(v) That the patent information prescribed by section 505(c) of the
act was not submitted within 30 days after the receipt of written notice
from FDA specifying the failure to submit such information; or

(b) FDA may notify the applicant, and, if appropriate, all other
persons who manufacture or distribute identical, related, or similar
drug products as defined in Sec. 310.6, and for a new drug afford an
opportunity for a hearing on a proposal to withdraw approval of the
application or abbreviated new drug application under section 505(e) of
the act and under the procedure in Sec. 314.200, if the agency finds:

(1) That the applicant has failed to establish a system for
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maintaining required records, or has repeatedly or deliberately failed
to maintain required records or to make required reports under section
505 (k) or 507(g) of the act and Sec. 314.80, Sec. 314.81, or

Sec. 314.98, or that the applicant has refused to permit access to, or
copying or verification of, its records.

(2) That on the basis of new information before FDA, evaluated
together with the evidence available when the application or abbreviated
application was approved, the methods used in, or the facilities and
controls used for, the manufacture, processing, and packing of the drug
are inadegquate to ensure and preserve its identity, strength, quality,
and purity and were not made adequate within a reascnable time after
receipt of written notice from the agency.

[[Page 158]]

(3) That on the basis of new information before FDA, evaluated
together with the evidence available when the application or abbreviated
application was approved, the labeling of the drug, based on a fair
evaluation of all material facts, is false or misleading in any
particular, and the labeling was not corrected by the applicant within a
reasonable time after receipt of written notice from the agency.

{4) That the applicant has failed to comply with the notice
requirements of section 510(j) (2) of the act.

{(5) That the applicant has failed to submit bioavailability or
bioequivalence data required under part 320 of this chapter.

(6) The application or abbreviated application does not contain an
explanation of the omissjion of a report of any investigation of the drug
product sponsored by the applicant, or an explanation of the omission of
other information about the drug pertinent to an evaluation of the
application or abbreviated application that is received or otherwise
obtained by the applicant from any source.

(7) That any nonclinical laboratory study that is described in the
application or abbreviated application and that is essential to show
that the drug is safe for use under the conditions prescribed,
recommended, or suggested in its labeling was not conducted in
compliance with the good laboratory practice regulations in part 58 of
this chapter and no reason for the noncompliance was provided or, if it
was, the differences between the practices used in conducting the study
and the good laboratory practice regulations do not support the validity
of the study.

(8) Any clinical investigation involving human subjects described in
the application or abbreviated application, subject to the institutional
review board regulations in part 56 of this chapter or informed consent
regulations in part 50 of this chapter, was not conducted in compliance
with those regulations such that the rights or safety of human subjects
were not adequately protected.

(9) That the applicant or contract research organization that
conducted a bicavailability or bioequivalence study described in
Sec. 320.38 or Sec. 320.63 of this chapter that is contained in the
application or abbreviated application refuses to permit an inspection
of facilities or records relevant to the study by a properly authorized
officer or employee of the Department of Health and Human Services or
refuses to submit reserve samples of the drug products used in the study
when requested by FDA.

(10) That the labeling for the drug product that is the subject of
the abbreviated new drug application is no longer consistent with that
for the listed drug referred to in the abbreviated new drug application,
except for differences approved in the abbreviated new drug application
or those differences resulting from:

(i) A patent on the listed drug issued after approval of the
abbreviated new drug application; or

{ii) Exclusivity accorded to the listed drug after approval of the
abbreviated new drug application that do not render the drug product
less safe or effective than the listed drug for any remaining,
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nonprotected condition(s) of use.

(c) FDA will withdraw approval of an application or abbreviated
application if the applicant requests its withdrawal because the drug
subject to the application or abbreviated application is no longer being
marketed, provided none of the conditions listed in paragraphs (a) and
(b) of this section applies to the drug. FDA will consider a written
request for a withdrawal under this paragraph to be a waiver of an
opportunity for hearing otherwise provided for in this section.
Withdrawal of approval of an application or abbreviated application
under this paragraph is without prejudice to refiling.

(d) FDA may notify an applicant that it believes a potential problem
associated with a drug is sufficiently serious that the drug should be
removed from the market and may ask the applicant to waive the
opportunity for hearing otherwise provided for under this section, to
permit FDA to withdraw approval of the application or abbreviated
application for the preoduct, and to remove voluntarily the product from
the market. If the applicant agrees, the agency will not make a finding
under paragraph (b) of this section, but will

([Page 159]1] -

withdraw approval of the application or abbreviated application in a
notice published in the Federal Register that contains a brief summary
of the agency's and the applicant's views of the reasons for withdrawal.

[57 FR 17993, Apr. 28, 1992, as amended at 58 FR 25927, Apr. 28, 1993;
64 FR 402, Jan. 5, 1999]

Effective Date Note: At 64 FR 402, Jan. 5, 1999, Sec. 314.150 was
amended by removing the phrase ~“or, for an antibiotic, rescind a
certification or release, or amend or repeal a regulation providing for
certification under section 507 of the act and under the procedure in
Sec. 314.300,'' from the introductory text of paragraphs (a) and (b),
effective May 20, 1999.
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[Code of Federal Regulations]

[Title 21, Volume 5, Parts 300 to 499)

[Revised as of April 1, 1999]

From the U.S. Government Printing Office via GPO Access
[CITE: 21CFR314.152)

[Page 160]
TITLE 21--FOOD AND DRUGS
DEPARTMENT OF HEALTH AND HUMAN SERVICES--Continued
PART 314--APPLICATIONS FOR FDA APPROVAL TO MARKET A NEW DRUG--Table of Contents
Subpart D--FDA Action on Applications and Abbreviated Applications
Sec. 314.152 Notice of withdrawél of approval of an application or abbreviated apg

If the Food and Drug Administration withdraws approval of an
application or abbreviated application for a new drug, FDA will publish
a notice in the Federal Register announcing the withdrawal of approval.
If the application or abbreviated application was withdrawn for grounds
described in Sec. 314.150(a) or Sec. 314.151, the notice will announce
the removal of the drug from the list of approved drugs published under
section 505(3j) (6) of the act and shall satisfy the reguirement of
Sec. 314.162(b). y ‘

{57 FR 17994, Apr. 28, 1982]
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[Code of Federal Regulations)

[Title 21, Volume 5, Parts 300 to 499]

[Revised as of April 1, 1999]

From the U.S. Government Printing Office via GPO Access
[CITE: 21CFR314.162]

[Page 162]
TITLE 21--FOCD AND DRUGS
DEPARTMENT OF HEALTH AND HUMAN SERVICES--Continued
PART 314--APPLICATIONS FOR FDA APPROVAL TO MARKET A NEW DRUG--Table of Contents
Subpart D--FDA Action on Applications and Abbreviated Applicatioﬁs
Sec. 314.162 Removal of a drug product from the list.

(a) FDA will remove a previously approved new drug product from the
list for the period stated when:

(1) The agency withdraws or suspends approval of a new drug
application or an abbreviated new drug application under Sec. 314.150(a)
or Sec. 314.151 or under the imminent hazard authority of section 505 (e)
of the act, for the same period as the withdrawal or suspension of the
application; or

{2) The agency, in accordance with the procedures in Sec. 314.153(b)
or Sec. 314.161, issues a final decision stating that the listed drug
was withdrawn from sale for safety or effectiveness reasons, or
suspended under Sec. 314.153(b), until the agency determines that the
withdrawal from the market has ceased or is not for safety or
effectiveness reasons.

(b) FDA will publish in the Federal Register a notice announcing the
removal of a drug from the list.

{c) At the end of the period specified in paragraph (a)(l) or (a) (2
of this section, FDA will relist a drug that has been removed from the
list. The agency will publish in the Federal Register a notice
announcing the relisting of the drug.

[57 FR 17996, Apr. 28, 1992)
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Food and Drug Administration, HHS

and Research, Food and Drug Adminis-
tration, 5600 Fishers Lane. Rockville,
MD 20857.

[50 FR 7493, Feb. 22, 1985, as amended at 55
FR 11581, Mar. 29, 1990; 56 FR 3776, Jan. 31,
1991]

Subpart H—Accelerated Approval
of New Drugs for Serious or
Life-Threatening llinesses

SOURCE: 57 FR 58958, Dec. 11, 1992, unless
otherwise noted.

§314.500 Scope.

This subpart applies to certain new
drug products that have been studied
for their safety and effectiveness in
treating serious or life-threatening ill-
nesses and that provide meaningful
therapeutic benefit to patients over ex-
isting treatments (e.g., ability to treat
patients unresponsive to, or intolerant
of, available therapy, or improved pa-
tient response over available therapy).

[57 FR 58958, Dec. 11, 1392, as amended at 64
FR 402, Jan. 5, 1999}

EFFECTIVE DATE NOTE: At 64 FR 402, Jan.
5, 1999, §314.500 was amended by removing the
phrase "and antibiotic”, effective May 20.
1999.

§314.510 Approval based on a surro-
gate endpoint or on an effect on a
clinical endpoint other than sur-
vival or irreversible morbidity.

FDA may grant marketing approval
for a new drug product on the basis of
adequate and well-controlled clinical
trials establishing that the drug prod-
uct has an effect on a surrogate end-
point that is reasonably likely, based
on epidemiologic, therapeutic, patho-
physiologic, or other evidence, to pre-
dict clinical benefit or on the basis of
an effect on a clinical endpoint other
than survival or irreversible morbidity.
Approval under this section will be

_ subject to the requirement that the ap-

plicant study the drug further, to
verify and describe its clinical benefit,
where there is uncertainty as to the re-
lation of the surrogate endpoint to
clinical benefit, or of the observed clin-
ical benefit to ultimate outcome. Post-
marketing studies would usually be
studies already underway. When re-
quired to be conducted, such studies

§314.530

must also be adequate and well-con-
trolled. The applicant shall carry out
any such studies with due diligence.

§314.520 Aggroval with restrictions to
assure safe use.

{a) If FDA concludes that a drug
product shown to be effective can be
safely used only if distribution or use
is restricted, FDA will require such
postmarketing restrictions as are need-
ed to assure safe use of the drug prod-
uct, such as:

(1) Distribution restricted to certain
facilities or physicians with special

" training or experience; or

(2) Distribution conditioned on the
performance of specified medical proce-
dures.

(b} The limitations imposed will be
commensurate with the specific safety
concerns presented by the drug prod-
uct.

§314.530 Withdrawal procedures.

(a) For new drugs approved under
§§314.510 and 314.520, FDA may with-
draw approval, following a hearing as
provided in part 15 of this chapter, as
modified by this section, if:

(1) A postmarketing clinical study
fails to verify clinical benefit;

(2) The applicant fails to perform the
required postmarketing study with due
diligence;

(3) Use after marketing demonstrates
that postmarketing restrictions are in-
adequate to assure safe use of the drug
product;

(4) The applicant fails to adhere to
the postmarketing restrictions agreed
upon;

(5) The promotional materials are
false or misleading; or

(6) Other evidence demonstrates that
the drug product is not shown to be
safe or effective under its conditions of
use.

(b) Notice of opportunity for a hearing.
The Director of the Center for Drug
Evaluation and Research will give the
applicant notice of an opportunity for
a hearing on the Center's proposal to
withdraw the approval of an applica-
tion approved under §314.510 or §314.520.
The notice, which will ordinarily be a
letter, will state generally the reasons
for the action and the proposed
grounds for the order.
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§314.540

(c) Submission of data and information.
(1) If the applicant fails to file a writ-
ten request for a hearing within 15 days
of receipt of the notice, the applicant
waives the opportunity for a hearing.

(2) If the applicant files a timely re-
quest for a hearing, the agency will
publish a notice of hearing in the FED-
ERAL REGISTER in accordance with
§§12.32(e) and 15.20 of this chapter.

(3) An applicant who requests a hear-
ing under this section must, within 30
days of receipt of the notice of oppor-
tunity for a hearing, submit the data
and information upon which the appli-
cant intends to rely at the hearing.

(d) Separation of functions. Separation
of functions (as specified in §10.55 of
this chapter) will not apply at any
point in withdrawal proceedings under
this section.

(e) Procedures for hearings. Hearings
held under this section will be con-
ducted in accordance with the provi-
sions of part 15 of this chapter, with
the following modifications:

(1) An advisory committee duly con-
stituted under part 14 of this chapter
will be present at the hearing. The
committee will be asked to review the
issues involved and to provide advice
and recommendations to the Commis-
sioner of Food and Drugs.

(2) The presiding officer, the advisory
committee members, up to three rep-
resentatives of the applicant, and up to
three representatives of the Center
may question any person during or at
the conclusion of the person’s presen-
tation. No other person attending the
hearing may question a person making
a presentation. The presiding officer
may, as a matter of discretion, permit
questions to be submitted to the pre-
siding officer for response by a person
making a presentation.

() Judicial review. The Commis-

sioner’'s decision constitutes final

agency action from which the appli-
cant may petition for judicial review.
Before requesting an order from a
court for a stay of action pending re-
view, an applicant must first submit a
petition for a stay of action under
§10.35 of this chapter.

{57 FR 58958, Dec. 11, 1992. as amended at 64
FR 402, Jan. 5, 1999]

EFFECTIVE DATE NOTE: At 64 FR 402, Jan.
5, 1999, §314.530 was amended by removing the

21 CFR Ch. | (4-1-99 Edition)

phrase "and antibiotics” from paragraph (a),
effective May 20, 1999.

§31@.540 Postmarketing safety report-
ing.

Drug products approved under this
program are subject to the post-
marketing recordkeeping and safety
reporting applicable to all approved
drug products, as provided in §§314.80
and 314.81.

§314.550 Promotional materials.

For drug products being considered
for approval under this subpart, unless
otherwise informed by the agency, ap-
plicants must submit to the agency for
consideration during the preapproval
review period copies of all promotional
materials, including promotijonal label-
ing as well as advertisements, intended
for dissemination or publication within
120 days following marketing approval.
After 120 days following marketing ap-
proval, unless otherwise informed by
the agency, the applicant must submit
promotional materials at least 30 days
prior to the intended time of initial
dissemination of the labeling or initial
publication of the advertisement.

§314.560 Termination of requirements.

If FDA determines after approval
that the requirements established in
§314.520, §314.530, or §314.550 are no
longer necessary for the safe and effec-
tive use of a drug product, it will so no-
tify the applicant. Ordinarily, for drug
products approved under §314.510, these
requirements will no longer apply when
FDA determines that the required
postmarketing study verifies and de-
scribes the drug product's clinical ben-
efit and the drug product would be ap-
propriate for approval under tradi-
tional procedures. For drug products
approved under §314.520, the restric-
tions would no longer apply when FDA
determines that safe use of the drug
product can be assured through appro-
priate labeling. FDA also retains the
discretion to remove specific post-
approval requirements upon review of a
petition submitted by the sponsor in
accordance with §10.30.
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